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University of Arkansas for Medical SciencesTo the Editor:
We read with much interest the article by Alonso et al.
where they studied Clostridium difﬁcile infection (CDI) in 873
autologous stem cell transplant recipients and reported
various risk factors associated with development of CDI [1].
In their discussion, theymentioned grade2mucositis was a
risk factor for development of CDI, and 2 possible explana-
tions were offered. Their ﬁrst explanation was a potential
sampling bias because CDI testing was only by indication. In
the second explanation, they postulated that mucosal dam-
age resulting from chemotherapy-induced colitis as well as
alteration in gut microbiome led to CDI, thereby implying
severe mucositis preceded CDI. In our opinion, although this
may be the possible pathogenesis, it is important to also
consider an alternate hypothesis; which is that acquisition of
CDI in such patients leads to the development of higher
grades of mucositis and not necessarily the converse. In other
words, severe mucositis could be a manifestation of CDI.
In data published by Silva et al. [2] where lethal doses of
methotrexate were administered to hamster models, they
demonstrated that in the absence of CDI-active antibiotic
treatment, enterocolitis developed in 85% of the hamsters.Financial disclosure: See Acknowledgments on page 288.
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vancomycin and the same doses of methotrexate were
administered, enterocolitis was present in only 12% of the
hamsters.
Obviously, more scientiﬁc effort is warranted to deter-
mine the pathogenesis of CDI because this could have im-
plications for appropriate management strategies, for
example, use of targeted prophylaxis if colonization and then
infection is the precedent event versus empiric therapy if
mucositis is the precedent event. Nevertheless, we commend
Alonso et al. for this important contribution to the literature
and their efforts to advance our understanding of CDI in this
patient population.
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